Background: Early detection of atherosclerosis is an essential means of decreasing cardiovascular events and its associated mortality. Systemic inflammatory diseases such as ulcerative colitis (UC), are thought to be a contributing factor to atherosclerosis due to the rise of inflammatory cytokines. Objective: The aim of this systematic review and meta-analysis was to assess the association between atherosclerosis and UC. Methods: This systematic review and meta-analysis was performed in February 2017 with no date restrictions. PubMed, Cochrane Library and Embase were searched to discover all available observational studies on atherosclerosis among UC patients. The STROBE criteria were used to assess the quality of the included articles. Heterogeneity was assessed by the I-square statistic and publication bias with funnel plot and Egger's regression test. Overall summary mean difference was calculated as study effect size using random effect model. Comprehensive Meta-Analysis Software version 2.2 was used to perform analyses. Results: A total of 5 articles met our eligibility criteria. We included a sum of 206 UC patients and 229 non-UC individuals in our review with a mean difference of c-IMT ranged from 0.03±0.0 to 0.16±0.03 mm, and a pooled mean difference of 0.127 mm (95% CI 0.058-0.195: I 2 =90.266%). Potential publication bias did not exist for the UC. Conclusion: Our findings showed significant differences in carotid intima-media thickness among UC and Non-UC groups, making c-IMT a viable choice as a predicting marker for atherosclerosis. Thus, we suggest that policy makers assess and consider its application in future protocols for the follow up and management of UC patients.
Introduction
Ulcerative colitis (UC), is a subtype of inflammatory bowel disease (IBD), which is a chronic and progressive inflammatory disease of the gastrointestinal tract (1). The reported prevalence of UC in the United States has been Page 6957 37 to 246 cases per 100,000 population with the Incidence Rate of 2.2 to 14.3 cases per 100,000 person-years (2). Changes in the balance between regulatory and inflammatory cytokines cause the inflammatory process, which leads to functional and structural changes in the vascular endothelium and eventually atherosclerosis (3, 4). Atherosclerosis is thought to be the hallmark of cardiovascular diseases, which is one of the leading causes of mortality worldwide (5, 6). Intima-media thickness (IMT) is thought to be an initial structural marker for atherosclerotic lesions, and any rise in IMT of the carotid artery can be a considerable predicting factor in any future cardiovascular diseases (7) . Its measurement by ultrasonography is rather an easy, safe, low-cost, and reproducible method (8) . When compared with the general population, IBD and UC patients show a higher risk in the development of early atherosclerosis and an increase in c-IMT (9) (10) (11) . An increase in the rates of cardiovascular diseases (CVD) and/or CVD events in UC and IBD patients has been demonstrated in several epidemiological studies (12) . The effect of systemic inflammatory diseases on the development of atherosclerosis has been a topic of debate in recent years (13) . The management and follow-up protocols for UC patients can be influenced considerably by the verification of such association (12) . In 2013, Theocharidou et al. and in 2016, Guo-Cui Wu et al. respectively performed a systematic review and a systematic review and meta-analysis on the available literature on IBD patients and their c-IMT measurements (6, 12) . However, these articles lacked accuracy due to the inclusion of patients with hypertension and diabetes mellitus. Moreover, we tried to analyze additional data such as insulin resistance and fasting blood glucose (FBS) to estimate the impact of some confounding factors on our results. Additionally, the current review focuses on UC patients rather than all IBD patients, with the aim of making the results more homogenous. Selection of UC rather than IBD or Crohn's disease (CD) was based on the suggestion of the positive results on the increase of c-IMT in UC patients, and higher prevalence of UC rather than the CD. Even though only a limited amount of literature has been conducted solely on UC, the study aimed to conduct a systematic review and meta-analysis of the available observational studies on c-IMT in cases with UC without history of CVD in order to assess the association between c-IMT and UC compared to healthy individuals.
Material and Methods
This systematic review and meta-analysis was carried out according to the Meta-analysis of Observational Studies in Epidemiology (MOOSE) guideline (14) .
Literature search strategy
In February 2017, a detailed systemic search strategy was applied to search all the relevant literature in PubMed, Embase, and the Cochrane library by two separate individuals without publication year restriction. Medical subject headings (MeSH) terms of "ulcerative colitis", "inflammatory bowel disease", "atherosclerosis", and "carotid intima-media thickness" were included in the final search. MeSH terms of "ulcerative colitis", and "inflammatory bowel disease" were combined together into one category using the disjunction "OR", and MeSH terms of "atherosclerosis" and "carotid intima-media thickness" were combined into another category. The two categories were combined together by the conjunction "AND" in any possible combination, to specify search results. This was supplemented by a review of references of included studies and review articles.
Eligibility criteria 2.2.1. Inclusion criteria:
Original articles were selected if they fulfilled the following criteria: 1) humans were involved; 2) patients with UC or IBD were included; 3) a control group of healthy individuals was included; 4) included patients with UC were not as part of a disease group; 5) measurement of carotid media intima-thickness was performed.
Exclusion criteria:
The exclusion criteria of studies were as follows: 1) non-primary studies such as (systematic) reviews, editorials, comments, guidelines and letters to editors; 2) irretrievable articles; 3) studies that lacked the data of interest such as carotid intima-media thickness (c-IMT); 4) all the papers that had not separated nor analyzed the data of patients with ulcerative colitis from IBD; 5) studies that include duration of less than one year after diagnosis; 6) studies that involve individuals aged below 18 years; 7) animal studies.
Patient Characteristics:
The diagnosis of UC was based on 4 criteria, histological and pathological findings, clinical signs and symptoms, radiological findings, and endoscopic confirmation. All patients were confirmed by all 4 criteria. C-IMT was measured by two different means of Doppler ultrasonography and B-mode ultrasonography, whose results are comparable to each other. Patients with the diagnosis of UC were also added from papers which studied IBD patients as a primary objective, but had separated the data of UC and CD. 
Study selection
EndNote X7 (Thomson Reuters, New York, NY, USA), reference management software, was applied to aggregate all the search strategy returns together. Two reviewers screened the exported articles in EndNote and compared them with the inclusion and exclusion criteria independently. The points of conflict were resolved by discussion. A brief flow diagram of the articles included in the review is outlined in Figure 1 . 
Data extraction
Two reviewers performed data extraction independently and any discrepancy was solved by consensus. In each study, the following data items were extracted in patients with UC and control (non-UC) groups : sample size, study design, c-IMT, cf-PWV (carotid-femoral pulse wave velocity), FMD (flow-mediated dilatation), HOMA-IR (homeostasis model of assessment of insulin resistance), CRP (C-reactive protein), ESR (erythrocyte sedimentation rate), HDL (high density lipoprotein), LDL (low density lipoprotein), TG (triglyceride), FBS (fasting blood sugar), mean ± SD of age, duration of disease, BMI (body mass index), smoking, number of male and female participants and drugs.
Quality Assessment
Two reviewers critically appraised each study on their methodological quality. Data of the included studies were gathered in a data-extraction form based on the STROBE (Strengthening the Reporting of Observational studies in Epidemiology) criteria (19) . Calculated score for each study is as outlined in Table 1 .
Data analysis
To assess the association, overall summary estimates have been calculated using random effect models. All continuous data are summarized as mean difference along with 95% confidence intervals (CIs). Heterogeneity was quantified with the inconsistency index (I 2 ) (20) . A funnel plot and Egger's regression test were used to assess publication bias (21) . Comprehensive Meta-Analysis (CMA) software version 2.2 was used to perform analyses with a p-value <0.05 considered statistically significant.
Results
The initial search yielded 1,494 articles, among which 209 were removed after duplication finding. Afterwards, 1,229 of 1,285 remaining papers were excluded after scanning. Of the 56 candidate papers, an additional 51 were then omitted on the basis of their full text eligibility. Therefore, full text of 5 appropriate documents had been evaluated for the detection of subclinical atherosclerosis in patients with UC for further assessment. The process of literature selection is demonstrated in detail in Figure1. 
General information
In the current review of the 5 articles, 2 of them reported c-IMT measurement only in patients with UC (1, 18). The remaining studies reviewed IBD patients, but had separated the data of UC from IBD. IBD patients in those studies were 435 which included 206 UC patients. Control groups consisted 229 non-UC or healthy individuals. All included studies had a case-control design and all of them diagnosed UC based on the entire 4 criteria of diagnosis: clinical features, endoscopic and radiological findings and pathological evidence. Table 2 shows parameters such as disease duration, age, gender, BMI, smoking, cf-PWV and FMD that are relative factors for UC. 
The UC characteristics
The number of studied UC patients ranged from 16 to 74 in the included documents, among which 125 (59.8%) were male and 81(40.2%) were female. The mean age ranged from 32.9±8.4 to 48±15 years. In 2 articles, the disease duration was not reported. Disease duration in other articles was 4.1 to 7.24 years. The mean ± SD of body mass BMI was 20.4±1.5 to 27.5±4.1 kg/m 2 . In 1 study, the mean BMI was not reported. With regard to smoking, 1 study did not report the number of smokers, and from 125 UC patients in remaining studies, 9 smokers, and in non-UC groups, 37 smokers were reported. In the only two studies which had reported the cf-PWV, levels were 8.94 ± 2.98 and 8.13±1.61 m/Sec in the patients with UC, and 7.17±1.73 and 6.85±0.95 m/Sec in the healthy subjects. In 3 articles FMD was not reported and in the 2 articles FMD levels in patients with UC compared with non-UC subjects were 10.3%±5.4% and 9.6%±5.1%. Regarding drug history in UC patients, Kayahan et al. had not reported any drug history (15) and in other studies use of the following drugs were mentioned: Aminosalicylates, Corticosteroid or Immunosuppressive, Infliximab, Azathioprine, Anti-TNF-a, Mesalamine.
The CVD risk factors
In the five studies we reviewed, biochemical parameters and inflammatory markers such as ESR, CRP, HDL-c, LDL-c, TG, FBS, HOMA-IR were gathered in Table 3 . Theocharidou et al. (16) did not report ESR and in others the mean ± SD ESR for UC patients was 21.1±11.3 mm/h to 41.0±15.7 mm/h, and 8.4±5.2 mm/h to 15.1±4.5 mm/h in non-UC patients. The CRP, with mean levels ranged from 0.34±0.24 to 10.2±19.7 mg/dL and one study had not measured CRP levels (17) . The HDL-c levels ranged from 40.2±5.4 to 53±12 mg/dL, however, one study had reported HDL-c, LDL-c and TG levels by mmol/L, which was converted and calculated into mg/dL (17) . Mean LDL-c levels were 79.6±10.0 to 135±39 mg/dL in four studies. Kayahan et al. had not reported LDL-c levels. Mean triglyceride levels ranged from 87.7±9.7 to 135±83 mg/dL in four studies. Mean FBS level was only reported in two papers which were between 90.4±7.0 and 104±18 mg/dL. In one study, HOMA-IR was reported 2.94±0.99 in UC patients and 1.56±0.20 in healthy subjects (17) . In other studies, HOMA-IR was not reported. Mean of c-IMT shown in Table 1 depicts that patients with UC had a thickness of 0.44±0.8 to 0.86±0.15 mm versus 0.41±0.08 to 0.66±0.16 mm in control group. In two studies, c-IMT was not significantly higher in patients with UC rather than healthy people but in the remaining three, the differences were significant. 
Meta-analysis findings
Five observational studies involving 435 people were included in the meta-analysis. There was a significant association between c-IMT and UC group with pooled mean difference of 0.127 (95% CI: 0.058-0.195, p<0.001; Figure 2 ). The considerable statistical heterogeneity was observed (I 2 =90.266%, p<0.001). Funnel plot of the included studies represented the t-value =0.31 and p-value (2-tailed) =0.77 in Egger's regression test that indicate publication bias did not exist for the UC (Figure 3) . 
Discussion
Atherosclerosis is a chronic inflammatory disease considered as a major cause of cardiovascular and cerebrovascular events (22) . Therefore, the identification of markers for early diagnosis of atherosclerosis, especially in UC patients is of great importance. Epidemiological studies have shown that a c-IMT ≥1 mm can correlate with increased risk of atherosclerosis and cardiovascular events (23) . Although two of five studies included in our systematic review had separately reported that c-IMT was not significantly higher in the UC patients (15, 18) , the meta-analysis of all included studies showed a significant rise in the UC patients rather than the non-UCs. This finding confirms and correlates with a meta-analysis of sixteen studies which have revealed the same results, while the relationship between c-IMT and UC patients has been evaluated as a secondary outcome measure (6). To our knowledge, this is the first systematic review and meta-analysis specifically focused on the UC patients. Among the two studies that reported no significant association between c-IMT and UC, one had not mentioned disease duration (15) and the other had considered a disease duration of (4.1±3.9) years (18) which was considerably lower than the other studies (Table 3) , and both had obtained considerably lower scores in our quality assessment, done by STROBE measurement. Among the three studies which reported significantly higher c-IMT in UC patients, two had focused on evaluating c-IMT in UC patients as a primary outcome measure (1, 17).
Previous studies have discovered an increasing pattern of c-IMT with increasing LDL in IBDs (6, 24) , but our systematic review, which had concentrated on the UCs did not indicate the exact same results. One study had not reported LDL (15) and from the four studies that did report the LDL, three of them followed the aforementioned pattern (1, 16, 18), however, one did not (17) . In the study of Jain et al, even though c-IMT was reported higher than three other studies, the mean LDLs were the lowest in our review. So, LDL may not be involved in carotid Atherosclerosis. It has been indicated that a low brachial artery FMD percentage is an independent predictor of cardiovascular (CV) risk (25) . The two studies which had reported remarkably lower FMD percentage for UC rather than Non-UC patients (15, 18) , were the studies that indicated no significant relationship between c-IMT and UCs, and the other literatures had not reported FMD percentage by any means. Guo Cui Wu et al. have also found the same finding for IBDs and UCs while the meta-analysis was performed to analyze FMD percentage in IBDs as the main group and in UCs as a subgroup (6) . They found that a lower FMD percentage may confer an increased risk of CV events. The study cannot approve these findings certainly due to unreported FMD percentage in three studies, although two studies reported FMD percentage had indicated lower FMD percentage for UCs rather than Non-UCs. The reported BMI for two groups (UC and Non-UC) was almost the same in four studies, although the studies had reported that BMI was as a risk factor of c-IMT (10, 11, 26) . Also, there were remarkable differences between ESR and CRP in the two groups of UC and non-UC in the studies that had measured them. Eleni Theocharidou et al who had assessed the relationship between c-IMT and IBD reported the same differences for ESR, CRP, and disease duration in two groups of study (IBD and control groups) (12) . The results of this systematic review and meta-analysis showed that c-IMT is different between the patients with UC and Non-UC controls; therefore, it can be considered as an indicator of atherosclerosis and future cardiovascular disease in patients with UC; hence, significant correlation was found between UC and c-IMT. However, these results may be due to homogeneity of the study population, since almost two thirds of studied patients (257 of 436) were from one country (Turkey). Despite these conflicting results, it has been shown that chronic inflammatory disease such as UC is a risk factor for accelerated atherogenesis and future cardiovascular events (27) . However, to prove such association, prospective, long-term, multicenter cohort studies are required.
Limitation and strength of the study
This was the first study concentrating solely on UC patients for evaluating c-IMT, but our research had a few limitations. First, our meta-analysis included only main groups (UC and Non-UC) for analyzing and we could not perform meta-analysis in subgroups, due to lack of data, which remains for future studies. However, our systematic review included the most factors required to report better information to inform policy makers and specialists. Secondly, we had no plans to make contact with the authors when our required data were not available, but fortunately, we had no such cases and no reason to contact any authors. Third, In spite of our extensive search strategy, we found only five studies relating to evaluating c-IMT in UC patients, two of which, considered UC as a primary outcome measure and three of them had been conducted in Turkey. Finally, the funnel plot and Egger's regression test performed to assess publication bias might not indicate exact result due to lacking included studies. However, we propose to policymakers and specialists, particularly in Iran, to assess the association between c-IMT and UC with proper sample size, long duration of disease and to address all the factors that can act as potential confounders on this relationship.
Conclusions
The results of this study showed that significant difference existed on c-IMT between UC and Non-UC groups; therefore, this marker can be considered as an early predictor of atherosclerosis and future cardiovascular events in patients with UC. However, further studies are required to prove the association between c-IMT and UC, and to consider all the potential confounding factors which can affect the evaluation of this relationship.
